^^^^ 10-0682199 



(51) o Int. CI. 

A61K 31/426 (2006.01) 
AfflK 31/155 (2006.01) 



(45) "E-JL'^^A 
(11) 

(24) ^^^;^> 



2007\i02-il2«a 

10-0682199 

2007Td02-S06^ 



(21) 10-2005-0060439 (65) ^7flB]j: 10-2006-0049860 

(22) #^I1^^> 2005\i07€05<a (43) ^7fl11^> 2006\i05€l91^ 



(30) -f^^^^J- 1020040052071 2004\i07€05^ cfl^^Jl^d 

(73) ^^^^1- ^^^#^"^^^^4 

(72)«=^'g^> o]^^ 

^7]^ -g-^lA] ^^^1^ 693 ^^^1SK4H 104^ 801S 

^7l£ -^^lA] al-An^ 220-4 <^^*>4^ 1-1005 

^7l:E ^^A] ^l-<5>^ 591-17 

^7l:E <?><a=Al :^o>^ 1103^^1 ^«>^*>4H 207-101 

(74) cflelo] ^ini 

(56) ^sS7l#aA>^^ 

* KR1019977004674 A 

KR1020030008654 A 



^^1 ^^^«J-^:#2«J- 



(54) ^Si^l^a 'Sf^ ^«r^ <^1f ^ ^IS-g- 



^ 11-^^ ^s^ei^l^j '^i^ ^ ^la^ ^^S, ^T-^ilsj-Tfli? N-*l;i^Al-4-{5-[4-(5-'iliSS 

^_2-^l^-l,3-E]o>§-4-<§)slli^Al]>fflSAl}-B|2^o>Tilcl, 4-{5-[4-(5-<^1iSS^-2-T^l'i-l,3-El*m-4-<a)3^l^ 
Al]igi^Al}-ii2ic>Tilcl sii^ ojs] ^^l«^^i^.3L 71-^*1 S.^^kr ''Q-^^V^ ^ ^IS-i- ^^J* 



^^^^ 10-0682199 



£ 1 

^^^^^ 



1. 

1 




2. 



3. 
4. 



€-2-ili-l,3-Elo>§-4-o^)5llirAl]^SAl}-^So>Plci_4-{5-[4-(5-oliHS^-2-^l'S-l,3-Elof§-4-<a)i^l^ 



^^^^ 10-0682199 



^c^ss §1-711 Hj^Hi-^ I'li^ 7}4s^ -j^j^^i ^^SLSL, 9im^^ ^S7j 4^4fe ^^ojci-. 

^^^ei^i* ^^^i^oi-^ ^^^A9i^ ^5^, iHeii^, i^jjo] n^T]^ <^mmm^o\] ^n^] 

^,0]^ S^l ojcy^^c^ «5^o11 7H1- ?io] 

'^^^]7.]$] Cfljt^ ^^O] ^jAl^ J:^7l7]l, i=-Hl -J^J -^i^^J ^^SLSL, <5t#, ^71, # ^7] BL^ ^Si 

^1 ^ol-^ J:^7l7]lSl HV^^^ol ^7l-£]i^ ^*<^14. 4^J«J^^ ^S. 7]Smo\]A\$] ^7] 5] 

^#01 Aj-Efl 7lr: 3,] ^fl HL^^ ^ ^4 ^^^^^ $lil4, 7l S^^J-THi-} ot^^ *l-ilS«l Tfl ^j^o^- 

ilS #oR>4. 'aaJ^'a *^-i^5fl^ clltt HL^ J:*7)5LSl <H^ol ^jAi A] 7R1- ^^1 ^^j-'^l 

^, til^J^fli4 ^^>^ IgEi Bfl7l)£lfe 4^«J^i m *^^ei^ $I4(Beasley et al, 

Am. Rev. Respir. Dis., 129, 806-817, 1989). 

^ ^^s] ^^6\] s]^ 715.4 nm^. m 44tl 2:3)4^ 444^ 4ii5^ 4eixi $i4. 4^114^1 :i 7l 
4^ 4^si B^4^-^ 71SLS1 -^4, ^^°J]4til ^ -^i^^ilisl 440] 4^i^4 4 o.^. 

°^^3l^ XlJil, 411^14 S-Kl^J 41^71 4igol 715L45L 4^^514 cflAixil^ei^ .^j^ T-^-Hit(helper T-celD^l 

4-g-i o^sfl i5-Ai|;,£oiiAi [gE4 igG 44 4<^1 4^114 ^444. <^lf ^1 *J^.j4 -r^l 4-4.:- ul44i 4 '?^7lJ:4 
s.^6\] ^7fl44 ^^^IHl 4^^4 ^ ^44 44i 7ili.#4 <^1 ^ili4'^l 4^<j45l^ 4i4^ 4 
4 ^4^d4 #4#*1 4i 45144. <^l5i4 al-444 #4Sfe §1^:44, H5Li4444 (Prostaglandin Dg) 

44-1-4 #4(Slow reacting substances; Leukotrien C^, D^) ^o] oj^o^^ o]^ ^^6]] o^sfl 7]^^ ^^i4 ^ a 

^^4 ^ 30 vfl4 60^ 2,7] 44«J-§-^ ^^^41^, til4^-liai4 ^^l^fe ^4 "ll^fl #41:4 7)4 

51-^ ^4 3 vfl4 44?} 7144 ^°^^wl ^ "g^^^ ^-11^1:4 ^^<^1 4^471 44«H 4 ^ 

4 184^ ^:il4i 44fe ^7l 44^-5-<^l -n-^^^lfe ^-^S "^^4 $i4(Robertson et al., J. Allergy Clin. 
Immunol, 54, 244-257, 1974). 

4^^ m 44^14 44S4 7l5L 3j4e4 444^ ^14^-11^^4^^ 444-§- nflyfl #4^ 44^iis 
^4«l-fe 2-4Heflt(beta 2-adreno) ^^^1 4:ii4^S, 4^ ^^1J:4« ^fe 444^ Jl^^^l 1^ 4^^! ^71 

^71 £^ ^^RV4:il 4^^^^ 3S£#5]?11olH(Disodium cromoglycate), ^il£3S4 

(nedocromil sodium) ^o] o;(4. ^5^4, ^114 2-4^5^1 ^-§-^1 4:14^^1:^ n Jl471- 4714 4^£l^l ^ 
711 7il4£| Ji, 44^4 ss^^m J12I-4 4^4«H ^i-7l4 4^^1 ^^R> 44-g-^l ^45]^ 4^^^1 44. 

'^^^4 4 444^ 44i i:fl4 ^^e^iis 444^4 i:fl44#(iii^i4444 i£4), 51^^1^144 ^ ^ssel 
451 444 44^1714 444^1 i7fl£l Ji 44t^l, o] ^ ^aB5l<a B^aeukotriene B^)^ 5-5l^47lK11c^l^ 
^4 ^4£|4 44?l5L^il<^lH5l i:fl4 44 ^4 44SAi, 2:4 4^Aj ^ -§-4^^ t\^^ ^^=^y\^M]i\^ a4 ^^11 
iJi 1^ 4^4 44 #44 4^^1 4<^44. 

^sl4, St^i 4^4 44 ^<^1 ^aH5]931 B4 <^14is ^^^'^i ?l^m<^l 4^«U, m^<>] 

e]^ B4* ^^144:11 ^aHe]^ B^ <^14i 4^4 441:i 4^«H ^3^1 ^i^i 4'?f?l 4-g-^ 4^^ ^ ^4 

ttfi^i ^aH5]931 B44 «-4^ ^^14fe ^^#'='1 ^is. 3:471- $Ife4 ^^fe ^^^144 ^ ^4. 



#4, 4^31 l5l(Liiiy)A>i4 =aE5ioii ^^^1 7^4^14 LY293llli 44^ -a^CCiint D. 

W. Brooks et. al., J. Med. Chem. 1996 39(14), 2629-2649)# ^«S4 44i 4=^4 ^iaj=Bl°51 B^ ^^^1 44^14 
LY29311171- 4&144 44€4i ^1^X71- gi-g-o] iLji 51 4^^(EvansDJ, Thorax. 1996 Dec;51(12):1178-84), n 
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«|i Al>.Bflol%d -iane]^ ^^^11 yd^}49l ^j-^^ ii^^l-iHCZafirlukast)^} ^iaHe]^ zJ^lMl ONO-4057 

7} ^^^}^ 7] ^7.] ^jAioil my} ^ianel-a ^^^1 zJ^oMl ONO-4057 xj-^l] n> 0.^^? K^7} ^ilS 

J±:il(Sakurada T. et. al., Eur J Pharmacol. 1999 Apr 9:370(2):153-9)E| ^ $14. ^oM^l^i # S-It:^] ^iaHe]^ 



*i^, ^sH5i<a B4 if-^i "^51^1^^ ^^^^ ^i^i a>^^ ^ 

"i^^ 6-5021642. ^Jiife ^^*1 <a*^ ^ ol^Aj 3^^#ol o.^ ^ajeeloj b^* ^^If-AS^I 

^4^1 ^^^o^, ^ o^^^^ ^j- ^^<5] ^iHoil -^^H>4i^ ^o] 71:^11 sjc^ ^i^iL^^ S7fl3| 4-244023 

J: *j±i^ 4s:£- -5]^f^t> 6?11 ^M^J:'^] ^SLiim B^s] ^ja>^ ^^j^J], 43e 

^ ^iHoil ^o] 7l7ll5]ol xx^>^ o^^^ 1-1906562 ^iLo\]^ 4!-iaH5]<>l B3 4i 

110^1.71. B^i m yd^} 4-8-^ $i^T^, i'g^l, ^ w^ls^lsAi -^^«>4:ii 

^ $14. 

ojoii ^ m^vi "g^^j ifl^i ji^^^i 7W}y] ^, ^ #4* 

^^lS.^l(i:fl?l^J^^«^ ^7ll^:a^l 10-2003-86542)S«=^^*lN-*lH^Al-4-{5-[4-(5-^lJiSS^-2-^ll-l,3- 
Elo>§-4-<a)3^1^Al]^^Al}-iasoHca ^4-{5-[4-(5-o1iSS^-2-n1ll-l,3-E]o>§-4-^^):^l^Al]^^Al}-^ 

4 oBAjAu^li ^7H1 4^ afe ^^S, ^la^4 ^^4 ^.J-^i '^^^■]li4 -J^4 

^j^^o] nM^cg-^ ^i-iii44 a^^v "^^^£^4^^ "^^^^ ^« 4s.i ^€^i J:44 $i^^ ^^14:ii ^ ^^^^ ^ 

^ N-4H^Al-4-{5-[4-(5-<^liSS^-2-T=fl^-l,3-44#-4-<a)2ll^4]€^4}-^^444, 4-{5-[4- 

(5-olJi^s^-2-^ll-l.3-E]4#-4-<l^)4^4]^^4}-'ffl^44'a afe o] 4^144 4-g- 7l-^*i at 
4fe °^^e14^J i4 ^ ^is.^ ^1^*14. 

a*K ^ ^^^^ ^o>4 ^444 5^ i«j-4fe «oi-^# ^l**t4. 

^ ^^^^ 44 444 14 ^^44 4 4t# afe <^14 4^144^^4-8- 7}^^ at4fe "^^^£^4^^ ^*4 
i4 4s-g- a4#^ ^1**14. 

444 1 




(44 444 li4. at 4h444'=>14) 

44 444 14 ^^444 44#^ 4444ii5^ 4^ 4^4 4 444 W44 ^^^4 ^ns. a>4«^ ^ 51 0.4, ot^j 
44iis 447l-if4 4s14(free acid)i 4«fl ^44 444<?i^l 44444. 4s14iis4 4444 444^ 444 
4 $lii4, 444ii3i4 <?i4, Ji44, 44, 44 444 ^ $I:a, 444iis4 444, i£4, 44, ^44, 
4. ^S4^4, 444, H4#^^S4^-11B4, ^144^4, 'ffl^4$4, 'g:5ll44, ^12:4, #^$4, #4#4, 

^44, 4-£#4i44$4, ^^S4$4, 4-4HSiffl^4§4, 4^^44-0-4^4, 4-#^^4$4, 2]:^^&4, 
4, #^44, afe 4^4S4 4^4 $14. 
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^ "S-^^ 1^ ^^^}^]^ 31-^1-^ ^^1^ ^1^^ $M(^1^J^, Synthesis and Biological 

Activity of Natural Products and Designed New Hybrid Compounds for the Treatment of LTB^ Related Disease, 
^t>cfl«}-57 ol«}-tiU> 1999. 8). 

^ ij-^i^i ^-^ -^i^ ^^"^ ^'a^^v Hi^'^i^^^ 'S^^^ 'a^^ii 

^, ^s^^l^J til (allergic rhinitis), ^^(asthma), "^el^l^J "arsl^l^J *>£5|^J 5|^^(atopic 

dermatitis), 3lJf<g, = r: 5^7l(m-ticaria)l- "^1^11:^ 

^}o^ 43^*^ ^ $i4. 71-^*1 4^fl^ ^7i°Jj, ^'^i^, ^jl^HSS ^-ifl, BJfS 

^^J], #e]^-]l#, ^ ^c^§ ^ 1 ^ts}^^ 4^1.^ ^ ^-S-i 44 444711, 4^°^, 

54 4 4^ 445] ^j7Hll- ^^7]-%^ ^ ^4. 5£4 si^Tfl. ^^k^I, /il v^i xfl, i^^j ^ ^7]-^iiiiL :sj7]-s]- 

^ 44-^, 44^-^, 44^-^ 44 ^^^4 ^44 m, «4. 4=d -^J.;:- ^'c! ^ll ^= ^)144t 4 i^^i 444 444^ ^ 
afe Remington's Pharmaceutical Science(^^^), Mack Publishing Company, Easton PAi 7flAl£|c>| 
9X^ 4^^ <^l-8-4^ 4 44 ^4 44 4444711 ^l^m^ ^ ^4. 

^ 4^ si a^^i-^ 4^4fe 44 ^4 f-<^47^4 ^1^4 4<=>1(^11- 1-^ ^j"-^ 4, ^14, 44 4 afe 4ii ^ 
4) 4 4 4i^o], ^^o^B|=^ o^^, A^^^ 7j7j-A^VEfl. Aio), ^a]Ai^> 4^4^, 444 4 ?!4s^ 44^ 4i 

ul-4 :i ^^^7^ 4444. ^^""^ 4^44 44^ 1^1 Hfli4nl4 44l-='l 4 10 44 l,000mg/kg <^1ji, y}2]-3]47llfe 50 
44 500mg/kg o]^, 44 ^^1 44^ 4^4fe 4<^1 cl4 44^44. 

^ 4^ si ^s^e^44 "^44 c^^^ ^ ^is.* 414°i 44^S, afe J:S4 ^Is, 4# ^Is 

44 44 a^^l» 444fe 4^1:4 ^^44^ 44^ 4 ^4. 

<^14, ^ ^-'gsi oj^fli- =-71 444^> ^4i« ^14^>4. ^£^4 444 ^ahi^ ^ «VTg^ ^tII c>]^^}7] 
^l^^fe ^, ^4ii 4«fl ^ ^'gsj vfl-g-o] ^i^Eife o>q4. 

^ahi : ^^^^ 4«=^^14 44^ 44 £^I<H14 4s.J:4 

44^ isl iffl^ioHci ^%#oi ^^vei^l^^ -g^i Pl^l^r <^44 44-^-4 44-^, 4^1 4^4^^ 44^14 44^ 4^ 
a€i4 ^44^4. 44 iffls444 4^#4 44 44^4 44(immunization)4 ^"^9 444^ 18^^4^^4^ 
4. 4^4#4 44 15^^ ^ 44 44 44^i i^#44 44 3^^ ^ 4^34^ ^^14 ^4, 4al^4 1J ^^1444 ^fl^J'^n 
4 4i44sl 44 4 4 si 2:444 44* 44^45^4. 

1. 44^1- ^ 4444 

4 204S1S1 ^1-4 C57BL/6 44^(64^, BioGenomics, Korea)* 6114 4114 44^14 4 4 411 i 444 

S4. 411444 54sl4 44^4 44^^^ 44i 444^ 45L(20 44 25°c)4 45L(30 44 35%)7l- a^5i 
41- 44^i4 444S4. ^4, ^^4^4^ 1244 4^^s 2:44^^4, 4^.4 441-711 ^^4^4. 4 

^ 1545] 44 44 4s 44^ 444^^4, 545] 444 ^^4?^s a>^s>^4. 



2.4S.4 $4 ^^'^ 
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N-*lH^Al-4-{5-[4-(5-o1^^3Ll-2-T^l€-l,3-Elo>§-4-<y)3^li-Al]>a-^Al}-Bl^oHia loOmg ^ 200ing€ ^5 
IS\^ ziz^ kg^ IQOmg ^ 200ing^ ^^^^ «>S4. tflaSi^-lfe ^5 ^^^^J^ 

3. id-fl^ ^ffl^^ ^ 5111: 

\m ia:«4^(0valbumine Grade V; Sigma, St. Louis, MO, USA)# T^^Sl-1]:^T3i:^(dried powder gel; Aldrich, 
Milwaukee, USA)^ ^Jej^'^^^i ^^(200/ig OA/180mg A1(0H)3 in 4m£ saline, 4°C overnight) ^^^(200 

^1-4 i5<|] 1 5%o^ i^Bjj ^aj^ ^ojj^ ^^71 (nebulizer)* A>-g-H>o^ ^7] ^^^}(^ IQ^:?} i^^A] 
^ ^d^^ -^11-^1^4. ^^1^1 ^^^J-Si^ife ^Sel^'g^^J^ ^"^^ ^^^^^ i^#^1^4. a& 3 
^51^5*1-^4. 

4. m ^ ^ms^ m 

SL^ ^-11^^ ^ 1, 7, 14, 16 ^ 17<lli ^^j5l-5i4. 4S-^^#li 4^ 7fl7^1^ 7,1-014 §ol7l i?14^ 

Ai^o^si- ^^^^i ^11^ ^ iB^l^J^l^J- ^^^m4. Hl^K ^^^#S1 7pll 4^1i 

^ll^^^l: ^^m^] 71?}, t# ^ -^«^>7l ^ ^^1 ^^>^ ^If^ ^7l-^?l ^^11^^ 711 

^*l-5^4. 

^21-feaii 44^Si4. 



[S 1] 





^si- 




-V-# ^ €^ 


m mm 




3.08±0.71 


0.52±a33 


2.34±0.63 




3.02+0.84 


0.84+0.29 


2.,50+0.73 


^^41 1^1 


l(X)nig/kg 


3.5()±().51 


().3'1±().34* 


2.68±().52 


200tiig/kg 


3.08±0.71 


0.36±0.59 


2.90±0.40 



it li 444 44 ^^^], ^ -^44* ^14?t a& 44°ll4 ^4^^^ $1^ ^^11=f4 44^ 44£|4 feM 411 
#^4 41^ ^#4 yM 4'^Hl 4tt 7^4 4 ^ 3XA. ^ 44 4444 ^4i5i 

cfls?i4fe 4^11 ^7-1^ ^^1^4 ^71-71- 4^ ^«l-4 14 'ffl^444 ^45i4fe ^3^^^] 

4«ll ^7-1*1 ^i-ih4 ^^1^^ 444 Si4. 

5. A 

£^411^#^4#4^S4i Bll*^4 a44^^^444 4#4:ii, 4#4 1^14 ^cfl ^^4« g 44s ^7§si.^ 
4. i£4, 7fl44 4^ 4'^Hl 44 ^4i^44 444 ^l^i ^^M14 4 #4 4"^ ^^4« 44 ^44 l 

4 ^^144^ A^ms. 71144S4. 

^-44 1 

3114 44 ^44(%) = {(3114 44 ^^4/4* 4^344 4^)X100} 
44fea2i 444 Si4. 
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[M. 2] 













0.112±().(XM 


0.634±().()21 




0.138+0.004* 


0.750+0.015* 




lOOmg/kg 


0.128+0.007*,## 


0.697 +0.030*,## 


200iiig/kg 


0.] 2r)+().( xxs*>-.# 


0.682±0.030**,## 



S« ^^1-5^ ul51«H -^•S^^j Si-g-(*:p<0.01, «:p<0.05), 
tfl2:54 o;i^(#:p<0.01, ##:p<0.05) 



S ^i-Ji*>^4(p<0.01 afe p<0.05). 

6. i^Ji ^ # ^ ^ ^1^3] ^^^^ 

si^S^^i itll 3S p>#i^i 4^ 7ii4«H 4^^ '^'^fliA-i 

^lt>«l-^4. ^fl#1tt 1'^^^ ^fll ^^1 ^2}<^lH #el-rf.(slide glass)i :e^^^1 4^ Jl^sU Giemsa 'g^-^i: ^ 

^1*1-^4. a^S^i ^4^}^ * 2007fls] Bfl^^ ^ ojji^^^^ A>:^^j Bfl^^^ ^^js^j ^ 

^4feS3i 44^Si4. 



[S.3] 









121 n^<^M^. 


lOOnig/kg 


200iiig/kg 




8.24+0.97 


14.04+0.91* 


10.68+1.76**,## 


10.44+1.81**,## 




84.10+1.98 


40.00+10.60* 


41.70+12.90* 


53.80+5.50*,# 




3.10+1.39 


54.20+10.63* 


49.60+15.79* 


36.90+8.33*,# 




9.20+2.00 


3.80+1.10* 


4.90+2.90** 


5.20+2.00** 


^slj^Sl Hi* 


3.20+0.30 


2.00+1.20** 


3.70+1.60 


4.40+1.70## 




0.30+0.40 


().()()±0.(X) 


0.10+0.20 


0.(X)±0.(X) 



» ^^i^y} TJl^lsM -fr^l3 %!,^(*:p<0.01, **:p<0.05), 
t|l2S4 BlHS>o1 $l-§-(#:p<0.01, ##:p<0.05) 
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oil -^^^c^ ^7l-E|5iiLT^(p<0.01), ^S}-^ 1^1 HiSO>Tilcl cflax-^oll n]^ o.o^A^ oj^y]] 

±^}'^Jlip<0.01 iE^ p<0.05) 

7. ^7]^^] ^^^Jj ^ ^s^^fi] 

51^3 <a oil 7i^^iiq- siiitfli $7iis>fe ^«l#5i /-iiati-^ ^^j^ ^%^H>7i ili^fl ss. pI-^a]^ rf-g-, ^ 

^sl- ^^1- ^^^^-«iA-l tij-l^ :^ 71^011 ^^s>ji 2^1011 oiA> OB (Phosphate buffered saline) 3mm ^ 
'y^l-'^, 30;£?} i^^* P^Htt -f silsJfB^ /-II i Jf-^'5!j# "^^^ ^-fla ^-n-'5ij^ SOOOrpm^S 30^?} ^143 

^el*> * DPBS(Gibco BRL, NY, USA)i ^-^^ 4-b- ^fli* ^ef'^li^ #el->. i?li Giemsa '^i^Jjtt ^ £ 

^^^^ ^^flsl-ir ^-llS^l ^ ^ i^^, s^^, S<g7l^, cfl^^ ^ -^^J-^^-lli ^oll cfl*> ^i-^,^(count)^ ^ 









^^vxi -|<y| Hj^ol^lrq 


lOOms/kg 


200mg/kg 


-);-f '"i n 


59.90±9.32 


38.40±12.30* 


56.90+15.04 


56.80+22.52 




2.90+0.74 


14.60±3.70* 


4.30±1.44# 


3.60±2.88# 




8.80±0.91 


lG.20+4.72* 


17.50+8.06** 


13.90+9.85 




3.80±0.76 


2.90±2.82 


3.10+3.73 


3.50+2.57 


^7is:>g m=f-^ m 


0.70+0.57 


1.11+0.42 


0.50+0.50 


0.10±0.22# 




22.40±8.94 


26.10+16.91 


21.00+14.77 


15.50+9.74 



» ^-'il-?:^} ylss>al 0.0^ Xl^(*:p<0.01, **:p<0.05), 



tll^.53)- tilssfocj -^01 ^,-B-(#:p<0.01, ##:p<0.05) 

a 4i yj-i^ ^<^l, -^^Hl n)-^ 7i^^i5ii/-]i^°:B ^ ^s^j cfla^iA-ife ^j^^si tilsfl 

9xn ^7i-*i-s^T^(p<o.oi), 1^ iffl^t^Mcj ^ti-^'^^i^ife cfls^oii tii^fl -^si^j ^711 y^±^}<^jL 

(p<o.oi) $]^^SLS. ^T-is}^4. 

ul-5}Ai, ^«!-^ 1^ iffls^M^i ^i|^i -^i^Hi^^ -^4^]^^^ ^ $14. 

8. ^^1^51^^^ 

-n-^^^ ^ 1^1* 10% ^Aji^^^i 31^^ 4-5-, ^Als>:ii 3 ifl^l Am^ a^^^^ ^14 

*llP>£^?1-i^^(Hematoxylin-eosin) Sfe HH]3f-(Masson's trichrome) "g^^ ^^]^}JL 

^ oi^§l-o^ ^%^Hi-si4. 

^4^£ li 44^514. 
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^l^i ^7flsl-i^ ^<iB^3t>/-11i5] ^ ^ w^o^ =^1^^ 7>^<^^i-§^ ^1-^1 (Analysis Image processing; SIS Germany)* ^1 
^SH ^^c^«l-$i4. slli 5^431H t>^S, 7l3t.xl ^ /•1l7l^^lvfl^ ^°Jj^S^/-]li5l ^fe 1000 /-lli ^ ^oJ}/3A>^^l 



































i ) I'" 










!i ] 1 


t MO 












<J1 10f'A>89* 


'>3 80tU 





i^(p<o.oi), ^4}-^ IS] ifflsoHc] s^^^ ^o^^iA-ife cfla^i v]n ^^^^ 9Xn ^7i-s>^ji(p<o.oi) 

^iliL^7l-§l-<a4. 

i^ife Wl^fl -fr^^^ SlTll ^7l-£]Siin^(p<0.01), 1^ 'fflSO>p)cl ^^V§ ^o^^oflA^i^ ^2,^o\] -i^ 

5]^j ^711 ^i-ihH>gji(p<0.01 afe p<0.05) -8-^ ^i-4iH>^4. 

^s}-^ IS] ifflse.Mni s]tt <g^«i-§-^ ^^lAi^d^ <^^v ^ 

9. ^^1^^5] 

£^ ^^1^ sj^+a^^a^l-S aAjsl-g ilu], x^^T--^ sii^ cfl^i-Ssl- SPSSCRelease 6.1.3., SPSS Inc., USA)1- 

'^l^^l-'^ Mann-Whitney U-Wilcoxon Rank Sum "^^S. ^^^j^ ^^^>S4. 



^^^^ 10-0682199 



#$^>'?i ^ '?it>'g,4-{5-[4-(5-ol4iI£S€-2-^lli-l,3-Elo>§-4-o^)5llirAl]^-^Al}iasoHci ^ o]s] ^^^^^ 
5i 1^ ^d^^ -a-l-tt ^ S^j^^^ v}^^ He]3§(Masson's trichrome) ^^l^l-^^ ^^^si^l^ o. 
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